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IN THE CLAIMS : 

The following is a complete listing of all claims: 

1 (Amended herein). A process for formulating, for parenteral administration, an 
epothilone analog represented by formula I; 




I 

wherein: 

Q is Go l ootod from tho - g f emo oonojoting of : 

R 7 




M is nolootod from tho group oonojoting of oxygen ! oulfur, NnV afifrSfW 0 ; 

each R\ R a , R 3 , R 4 , R 5 , and R^rR^rR^rR^-fifl^ 4 * is, independently, 
selected from the group consisting of hydrogen, alkyl. substituted alkyl. aryl, substituted aryl 
and heterocyclo, and wherein R 1 and R 2 are alkyl. they can be joined to form cycloalkyl; 

R is selected from the group consisting of hydrogen, alkyl. substituted alkyl, aryl, 
substituted aryl, cycloalkyl, heterocyclo and substituted heterocyclo; 

ft'.j o co l ootod from - tho group oonp i oting of hydrogen, alkyl. oubotitutod - alky l, 
R^C^-R^ O C- O and^S C^; and 

aacl»B 0, ftfl4-H , ^ -ifi r indopondont | y, oolooted - from tho group oonoHrt l ng of hydrogen, 
hologom alM r Oubotitutod ntky( r ary) y hotorooyolo, hydro*/ , R^C-Q, and n ^QGsQj 
and any sails, solvates, or hydrates thereof, comprising the following steps: 
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a) dissolving said epothilane analog in a mixture of at least about 50% by volume 
tertiary-butanol in water to form a solution; 

b) performing primary drying of said solution at a temperature of from about 

-1 0°C to about -40°C under vacuum of from about 50 millitorr to about 300 millitorr for from 
about 24 hours to about 96 hours to form a primary lyophilized product; sod, 

c) performing secondary drying of the restfltafit primary lyophilized product at a 
temperature of from about 10 °C to about 30°C under vacuum of from about 50 millitorr to 
about 300 millitorr for from 24 hours to about 96 hours to provide a lyophilized product of 
the epothilone analogr&n^ 

d) paoka gi ng paid l yophilieod produot i n a - fret via l and packag i ng i n o - eooond vial a 
ouffioiont quantity-of . gn oqual mixtur e by - volum e o f a syitablo non i on i o s u rfactant and 
onhydrouo othono l' to - off oe t so lut i on thoroof , 

2 (amended herein). The process of claim 1 wherein said epothilone analog is 
represented by formula II: 



3 (amended herein). The process of claim 1 wherein m step a) comprises first, wetting said 
epothilone analog i c firot wotto a with a mixture of at least about 60% tertiarynbutanol In 
water, and then adding sufficient water, or a mixture of tertiary-butanol and water, id addod 
thoroto so that the resulting solution contains from about 2 mg/mL to about 30 mg/mL of 
said epothilone analog in a mixture of from about 50% to about 80% by volume tertiary- 
butanol in wate ^ ' ond sa i d ctop □) io - oorr i o t l out Mndor protorti o n4rom -) i g h t. 
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4 (amended herein). The process of claim 2 wherein m step a) comprises first, wetting said 
epothilone analog je firot w a tt e d with a mixture of at least about 60% tertiary-butanol In 
water, and then adding sufficient water, or a mixture of tertiary-butanol and water, Io addod 
thereto so.that the resulting solution contains from about 2 mg/mL to about 30 mg/mL of 
said epothilone analog In a mixture of from about 50% to about 80% by volume tertiary- 
butanol In water. 

5 (amended herein). The process of claim 3 wherein in step a) said epothilone analog is 
initially wetted with a mixture of from about 60% to about 95% by volume tertiary-butanol in 
water. 

6 (amended herein). The process of claim 4 wherein in step a) said epothilone analog is 
initially wetted with a mixture of from about 60% to about 95% by volume tertiary-butanol in 
water. 

7 (canceled) 

B (amended herein). The process of claim 2 wherein said primary drying In step b) is 
carried out at a temperature of from about -25 D C to -40 q C and a pressure of from about 200 
to 300 millitorr for about W houro . 

9 (canceled). 

10 (amended herein). The process of claim 2 wherein said secondary drying in step c) is 
carried out at a temperature of from about 25 a C to 30 e C and a pressure of from about 150 
to 300 millitorr for about 18 houro, 

1 1 (amended herein). The process of claim 4 30 wherein said surfactant is 
polyethoxylated castor oil. 

12 (amended herein). The process of claim 3 32 wherein said surfactant is 
polyethoxylated castor oil. 
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13 (amended herein). The process of claim 30 * wherein said second vial contains an 
amount of said mixture sufficient to form a solution of from about 2 mg/mL to about 4 
mg/mL of said epothilone analog therein. 

14 (canceled), 

1 5 (amended herein), A pharmaceutical preparation comprising, in a first vial separate 
viels, a lyophilized epothilone analog and in a second vial , a quantity of a suitable solvent 
or solvent mixture therefor such that when the contents of said first and second vials are 
combined, the Ivophilized epothilon e analog is reconstituted into a resulting solution 
eentninc f pom - a | aout 8 mg/mL to about 4 - mg7mL of paid opoth i lono analog. s a i d . Bn l wnnt 
oompriaina a miMtij . rorfJ . nhn i i t nnnni pnrfr h. jt yejwnc "f rinhyrtratod othnnol and a ouitab lc 
neftionio Durfaotant , said epothilone analog being represented by formula I: 



M ,s fi ftln ntod fr om tho group oono j u l i n y uf-oxygen, oulfur, NRVafrd-GfW*; 

each R 1 , R 2 , R 3 , R 4 , R 6 , and RWr^r«W is, independently, 
selected from the group consisting of hydrogen, alkyl, substituted alkyl, aryl, substituted aryl 
and heterocyclo, and wherein R 1 and R a are alkyl, they can be joined to form cycloalkyl; 





wherein: 



Q is co l octod ffom - tho group 





PAGE 6/21 * RCVD AT 3/31/2004 1:39:1 3 PM [Eastern Standard Time] 1 SVMSPTO-EFXRH/28 • DNIS:2730591 * CSD:609 252 4526 • DURATION (mm-ss):05-16 



MAR. 31. 2004 1 :39PM 609 252 4526 



NO. 573 P. 7/21 



R 6 is selected from the group consisting of hydrogen, alkyl, substituted alkyl, aryl, 
substituted aryl, cycloalkyl, heterocyclo and substituted heterocyclo; 

R 44 ^^^ ^^^ ^^^^^ ° f hjf1mgBn n " ry '' LLJl3LlltUluU 

eaeH^R^an^^i c r indoponciont l y, oo l ootod frorrH^roup - oonGifit i ng of hydrogen, . 

and any salts, solvates, or hydrates thereof. 

16 (original). The pharmaceutical preparation of claim 15 wherein said epothilone 
analog is represented by formula II: 




II 



17 (amended herein). The pharmaceutical preparation of claim 16 wherein said solvent or 
solvent mixture comprises a nonionic surfactant that is polyethoxylated castor oil. 

18 (canceled). 

19 (amended herein), A process for forming a pharmaceutical composition for parenteral 
administration comprising mixing the contents of the first and second vials of the 
pharmaceutical preparation of any-ef claim 16 to effect solution of said lyophilized 
epothilone analog and diluting the resultant solution with a quantity of a suitable parenteral 
diluent such that the concentration of said epothilone analog therein is will bo from about 
0,1 mg/mL to about 0.9 mg/mL 
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20 (canceled), 

21 (canceled). 

22 (original), The process of claim 19 wherein said diluent is Lactated Ringer's Injection. 

23 (canceled). 

24 (canceled), 

25 (amended herein). A process for treating a patient in need of treatment with an 
epoth il ono ana l og rop ro DontQoHow M ta4 r 




M -i o - eo l ootod from tho group oono i ot i ng of OHygon, au l fur, NnV c ffltfr GW ' R^T 

fliM^VBVfrVE^S*^ oolootod 

from tho gre n p -' oanc i fiting of hydrogon, allcyl. - ob tb ot i tutod a l ky l , aryl, oubctitutod oryl and 
hotoropyolo, and whofoin -R * and R^oro nlhyl, thoyoan4io - jo iw od to form a oycfoolky l ; 
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fr ^frrelooto d from tho grpup oonoioting of hydrogon,<iil « yl ;. oubotitL i tc i d i l ky l ( an/ I , 

oubotitutod ary l , eys l eetltey l rhotoro fl yelo and cubctitutod hotorooyclo; 

R 6 ii s ele ct e d frem-tho - group conoiGt i ng of hydrogon, a ll ey!, oubo tit ut o d a I ky I , 
ft^C-O, R^OC-O and R ^SQa^R4 

oaoh n* af^^- fc r indoppndontly, oo l ootod from tho group oono i otiftg-of4)ydrogoft f 
halogon, o l kyl, oubotitutoe l -glkyli a ary l , h e t e r s oyolo, hydroxy, n**C"O t and ir^QC-D; . 
and any oa l to, oo l vatoc, or hydrotoc thoroof , comprising administering to said patient, by 
intravenous injection, an effective amount of a pharmaceutical composition of claim 19. 

26 (canceled). 

27 (canceled). 

28, (original) The process of claim 25 wherein said diluent is Lactated Ringer's Injection. 

29. (canceled), 

30 (New). The process of claim 1 , further comprising the step of: 

d) packaging said lyophilized product of the epothilone analog in a first vial and 
packaging in a second vial a sufficient quantity of a mixture comprising at least one suitable 
nonionic surfactant and at least one dehydrated alcohol to effect reconstltution of the 
lyophilized product. 

31 (New). The process of claim 30 wherein the mixture comprises about equal parts by 
volume of anhydrous ethanol and the at least one nonionic surfactant. 

32 (New). The process of claim 30 wherein said epothilone analog is: 
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33 (New). The pharmaceutical preparation of claim 15, wherein said solvent is a mixture 
comprising about equal parts by volume of dehydrated ethanol and at least one suitable 
nonionic surfactant, 

34 (New). A process for formulating, for parenteral administration, an epothilone analog 
having the formula: 




comprising: 

a) dissolving sajd epothilone analog in a mixture of tertiary butanol and water to form 
a solution, wherein the mixture comprises at least about 50% by volume tertiary butanol; 

b) performing primary drying of said solution at a temperature, chamber pressure 
and period of time sufficient to form a primary lyophilized product; and 

c) performing secondary drying of the primary lyophilized product at a temperature, 
chamber pressure and for a period of time sufficient to form a lyophilized product of the 
epothilone analog. 

35 (New) The process of claim 34, wherein said step a) of dissolving said epothilone 
analog is carried out at a temperature below ambient temperature. 
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35 (New) The process of claim S4, wherein said step a) of dissolving said epothilone 
analog is carried out at a temperature in the range of from about 5°C to about 15°C. 

36 (New). The process of claim 34, wherein said step a) of dissolving said epothilone 
analog comprises first, wetting said epothilone analog with a mixture of at least about 60% 
by volume tertiary-butanol in water, and then adding sufficient water, or a mixture of 
tertiary-butanol and water, so that the resulting solution contains at least about 50% by 
volume tertiary-butanol in water. 

37 (New), The process of claim 34, wherein said step a) of dissolving said epothilone is 
carried out in the absence of an excipient. 

38 (New). The process of claim 34 wherein said primary drying in step b) is carried out at 
a temperature of from about -10"C to -40°C and at a chamber pressure of from about 50 to 
300 millrtorr for a period of up to about 96 hours. 

39 (New). The process of claim 38 wherein said secondary drying in step c) is carried out 
at a temperature of from about 10°C to 30°C and at a chamber pressure of from about 150 
to 300 millitorr for a period of up to about 96 hours. 

40 (New). The process of claim 34, further comprising the step of: 

d) packaging said lyophilized product of the epothilone analog in a first vial and 
packaging in a second vial a sufficient quantity of a solvent mixture to effect reconstitution 
of the epothilone analog, wherein the solvent mixture of the second vial comprises at least 
one suitable nonionic surfactant and at least one anhydrous alcohol. 

41 (New). A process for formulating, for parenteral administration, an epothilone analog 
represented by formula II: 
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comprising: 

a) dissolving said epothilone analog to form a solution, comprising first, welting said 
epothilone analog with a mixture of at least about 60% by volume tertiary-butanol in water, 
and then adding sufficient water, or a mixture of tertiary-butanol and water, so that the 
resulting solution contains at least about 50% by volume tertiary-butanol in water, wherein 
said step of dissolving Is carried out at a temperature below ambient temperature; 

b) performing primary drying of said solution at a temperature, chamber pressure 
and for a period of time sufficient to form a primary lyophilized product; and 

c) performing secondary drying of the primary lyophilized product at temperature, 
chamber pressure and for a period of time sufficient to form a lyophilized product of the 
epothilone analog. 

42 (New). The process of claim 41 wherein, 

step b) of primary drying of said solution is performed at a temperature of about 
-10°c to about -40°c under vacuum of from about 50 millitorr to about 300 millitorr for from 
about 24 hours to about 96 hours; and 

step c) of secondary drying is performed at a temperature of from about 10°C to 
about 30°C under vacuum of from about 50 millrtorr to about 300 millitorr for from 24 hours 
to about 96 hours to provide a lyophilized product of the epothilone analog. 

43 (New), The process of claim 42 wherein, 

step a) of dissolving 6aid epothilone analog is carried out at a temperature of from - 
5°C to about 15°C. 

44 (New). The process of claim 43 wherein, 
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step a) of dissolving said epothilone analog is carried out in the absence of an 
excipient. 

45 (New). The process of claim 43, further comprising the step of: 

d) packaging said lyophilized product of the epothilone analog in a first vial and 
packaging in a second vial a sufficient quantity of a solution to effect reconstitution of the 
lyophilized epothilone analog, wherein the solution of the second vial comprises about 
equal amounts of at least one suitable nonionic surfactant and at least one anhydrous 
alcohol, 

46 (New) A pharmaceutical preparation comprising a lyophilized epothilone analog 
prepared according to claim 1 . 

47 (New) A pharmaceutical preparation comprising a lyophilized epothilone analog 
prepared according to claim 2. 

48 (New) A pharmaceutical preparation comprising a lyophilized epothilone analog 
prepared according to claim 34. 

49 (New) A pharmaceutical preparation comprising a lyophilized epothilone analog 
prepared according to claim 39, 

50 (New) A pharmaceutical preparation comprising a lyophilized epothilone analog 
prepared according to claim 43. 

51 (New) A pharmaceutical product comprising at least a first and a second vial wherein 
the first vial contains a lyophilized epothilone analog prepared according to claim 2, and the 
second vial contains a sufficient quantity of a solution to effect reconstitution of the 
lyophilized epothilone analog, wherein the solution of the second vial comprises about 
equal amounts of at least one suitable nonionic surfactant and at least one anhydrous 
alcohol, 
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52 (New) A method of treating a patient comprising, mixing the contents of the first and 
second vials of the pharmaceutical product of claim 51 to provide an epothilone solution, 
diluting the epothilone solution with a quantitiy of a suitable parenteral diluent to prepare an 
intravenous formulation, and administering the intravenous formulation to the patient. 

53 (New) A pharmaceutical product comprising at least a first and a second vial wherein 
the first vial contains a fyophilized epothilone analog prepared according to claim 34, and 
the second vial contains a sufficient quantity of a solution to effect reconstitution of the 
lyophllized epothilone analog, wherein the solution of the second vial comprises about 
equal amounts of at least one suitable nonionic surfactant and at least one anhydrous 
alcohol. 

54 (New) A method of treating a patient comprising, mixing the contents of the first and 
second vials of the pharmaceutical product of claim 53 to provide an epothilone solution, 
diluting the epothilone solution with a quantitiy of a suitable parenteral diluent to prepare an 
intravenous formulation, and administering the intravenous formulation to the patient. 
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